In 1938 Wolfram reported the occurrence of diabetes mellitus and optic atrophy in four of eight sibs.' Over 100 similar cases have since been reported and several other clinical features have been described.2 3, 4 The genetic disorder is commonly known as DIDMOAD syndrome, the mnemonic for Diabetes Insipidus, Diabetes Mellitus, Optic Atrophy and Deafness. This report describes three siblings with this syndrome in a family of ten born to healthy non * consanguineous parents. The family has been briefly referenced in McKusick's catalogue of Mendelian inheritance in man.5 CASE 1 (MG) . A female born in 1959, presented with symptoms of diabetes mellitus at the age of eight. At that time she had diminished vision (N/34), deafness, and was considered to be educationally subnormal although attending a school for the deaf and blind. Ophthalmological examination revealed rotary nystagmus, a left convergent squint, early cortical cataracts and bilateral primary optic atrophy. She was treated with insulin, and during the next seven years she had frequent hospital admissions with hypo-or hyperglycaemic states. The co-existence of diabetes insipidus became apparent in 1974 at age 15, and polyuria was controlled with oral chlorpropamide. The same year she had to be admitted for long term care in a hospital for special care, due to behavioural problems. In 1975 she aspirated while eating, and required intensive resuscitation with artificial ventilation for ten days. While unconscious her serum osmolality remained normal without chlorpropamide, but on regaining consciousness polydipsia and polyuria recurred, the urine osmolality fell to 230 mosm/l and serum osmolality rose to 316 mosm/l. On recommencing chlorpropamide the serum osmolality improved to 304 mosm/l and urine osmolality to 762 mosm/l. Hypertonic saline infusion test was unsuccessful due to poor patient co -operation. Her other abnormalities included high tone deafness, bilateral hydronephrosis and hydroureters and incomplete emptying of the bladder. At the age of 19 she developed grand mal seizures. EEG showed non -specific abnormalities. In 1982 she aspirated again while eating and died.
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At autopsy the macroscopic abnormalities were pulmonary congestion and oedema, hypoplastic aorta, bilateral hydroureters, minimal hydronephrosis, scarring of both kidneys suggestive of pyelonephritis and atrophic optic nerves. Microscopically, the lung changes were consistent with asphyxiation and early aspiration pneumonia. The pancreatic acinar pattern was well maintained, but islets were not readily seen, and those present were small. The kidneys showed chronic pyelonephritis with marked chronic inflammatory cells within the interstitium. Both optic nerves showed bilateral atrophy. Sections from the cerebral cortex and brain stem showed some oedema consistent with asphyxia. i) The Ulster Medical Society, 1991.
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The syndrome is autosomal recessive. The male/female ratio in 89 cases is 46:43 and in a fifth of all reported cases there is parental consanguinity. HLA DR2 which is rare in insulin dependent diabetes has been frequently reported in the DIDMOAD syndrome, but as yet there is no consistent haplotype.9' 10 It is over fifty years since the syndrome was first described, but the pathological processes involving the pancreas, neurohypophyseal system, the optic and auditory nerves remain obscure. Perhaps with the developments of DNA technology, it may be possible to obtain a clearer understanding of the pathogenesis at a molecular level of this disabling genetic disorder.
